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SYSTEMS AND METHODS FOR ASSESSING
SYMPATHETIC NERVOUS SYSTEM TONE
FOR RENAL NEUROMODULATION
THERAPY

CROSS-REFERENCE TO RELATED
APPLICATION(S)

This application 1s a continuation of U.S. patent applica-
tion Ser. No. 15/526.,472, titled “SYSTEMS AND METH-

ODS FOR ASSESSING SYMPATHETIC NERVOUS SYS-
TEM TONE FOR NEUROMODULATION THERAPY.”
filed on May 12, 2017, which claims the benefit of interna-
tional Application No. PCT/US2015/066469, titled “SY S-
TEMS AND METHODS FOR ASSESSING SYMPA-
THETIC NERVOUS SYSTEM TONE FOR RENAL
NEUROMODULATION THERAPY™, filed Dec. 17, 2015,
which claims the benefit of U.S. Provisional Patent Apph-
cation Nos. 62/093,933, titled “SYSTEMS AND METH-
ODS FOR ASSESSING SYMPATHETIC NERVOUS SYS-
TEM TONE FOR RENAL NEL ROMODULATION
THERAPY?”, filed on Dec. 18, 2014, and 62/093,383, titled
“SYSTEMS AND METHODS FOR ASSESSING SYMPA -
THETIC NERVOUS SYSTEM TONE FOR RENAL NEU-
ROMODULATION THERAPY.,” filed on Dec. 17, 2014, all
of which am incorporated herein by reference 1n thelr
entireties.

TECHNICAL FIELD

The present technology i1s related to neuromodulation
therapy. In particular, various embodiments of the present
technology are related to systems and methods for assessing,
sympathetic nervous system (“SNS”’) tone before and after
renal neuromodulation therapy.

BACKGROUND

The SNS 15 a primarnly involuntary bodily control system
typically associated with stress responses. Fibers of the SNS
extend through tissue 1n almost every organ system of the
human body and can affect characteristics such as pupil
diameter, gut motility, and urinary output. Such regulation
can have adaptive utility in maintaining homeostasis or in
preparing the body for rapid response to environmental
factors. Chronic activation of the SNS, however, 1s a com-
mon maladaptive response that can drive the progression of
many disease states. Excessive activation of the renal SNS
in particular has been identified experimentally and 1n
humans as a likely contributor to the complex pathophysi-
ology ol hypertension, states of volume overload (e.g., heart
tailure), and progressive renal disease.

Sympathetic nerves of the kidneys terminate in the renal
blood vessels, the juxtaglomerular apparatus, and the renal
tubules, among other structures. Stimulation of the renal
sympathetic nerves can cause, for example, increased renin
release, increased sodium reabsorption, and reduced renal
blood flow. These and other neural-regulated components of
renal function are considerably stimulated 1n disease states
characterized by heightened sympathetic tone. For example,
reduced renal blood flow and glomerular filtration rate as a
result of renal sympathetic efferent stimulation 1s likely a
cornerstone of the loss of renal function 1n cardio-renal
syndrome (1.e., renal dysfunction as a progressive compli-
cation of chronic heart failure). Pharmacologic strategies to
thwart the consequences of renal sympathetic stimulation
include centrally-acting sympatholytic drugs, beta blockers
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2

(e.g., to reduce renin release), angiotensin-converting
enzyme 1nhibitors and receptor blockers (e.g., to block the
action of angiotensin 11 and aldosterone activation conse-
quent to renin release), and diuretics (e.g., to counter the
renal sympathetic mediated sodium and water retention).
These pharmacologic strategies, however, have significant
limitations 1ncluding limited eflicacy, compliance 1ssues,
side eflects, and others.

BRIEF DESCRIPTION OF THE DRAWINGS

Many aspects of the present technology can be better
understood with reference to the following drawings. The
components 1 the drawings are not necessarily to scale.

Instead, emphasis 1s placed on 1illustrating clearly the prin-
ciples of the present technology. For ease of reference,
throughout this disclosure 1dentical reference numbers may
be used to 1dentity i1dentical or at least generally similar or
analogous components or features.

FIG. 1 1s a partially schematic 1llustration of a monitoring
system for detecting SNS tone indicators configured in
accordance with an embodiment of the present technology.

FIG. 2 1s an 1illustration of a report provided by the
monitoring system of FIG. 1 configured in accordance with

an embodiment of the present technology.

FIG. 3A 1s an 1illustration of a momtoring system for
detecting SNS tone indicators configured in accordance with
another embodiment of the present technology.

FIG. 3B 1s an 1illustration of a component of the moni-
toring system of FIG. 3A.

FIG. 4 1s a block diagram 1illustrating a method of evalu-
ating SNS tone for autonomic modulation therapy 1n accor-
dance with an embodiment of the present technology.

FIG. 5 15 a block diagram 1llustrating a method of assess-
ing SNS tone after autonomic modulation therapy 1n accor-
dance with an embodiment of the present technology.

FIG. 6 1s a block diagram illustrating a method for
determining sympathetic tone score 1n accordance with an

embodiment of the present technology.

FIG. 7 1s a partially schematic illustration of a neuro-
modulation system configured 1n accordance with another
embodiment of the present technology.

FIG. 8 illustrates modulating renal nerves and/or evalu-
ating the neuromodulation therapy with the system of FIG.
7 1n accordance with an embodiment of the present tech-
nology.

FIG. 9 1s a block diagram illustrating an overview of
devices on which some implementations of the present
technology may operate.

FIG. 10 1s a block diagram illustrating an overview of an
environment 1n which some implementations of the present
technology may operate.

FIG. 11 1s a conceptual illustration of the sympathetic
nervous system (SNS) and how the brain communicates
with the body via the SNS.

FIG. 12 1s an enlarged anatomic view of nerves innervat-
ing a leit kidney to form the renal plexus surrounding the left
renal artery.

FIGS. 13 and 14 are anatomic and conceptual views,
respectively, ol a human body depicting neural efferent and
allerent communication between the brain and kidneys.

FIGS. 15 and 16 are anatomic views of the arterial
vasculature and venous vasculature, respectively, of a
human.

DETAILED DESCRIPTION

Systems and methods in accordance with embodiments of
the present technology can be configured assess SNS tone
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for renal neuromodulation therapy. Assessing a patient’s
basal SNS tone (also referred to as “sympathetic tone™)

expected to indicate whether a patient will be receptive to
renal neuromodulation or other autonomic modulation
therapies. In addition, assessing SNS tone after renal neu-
romodulation therapy 1s expected to indicate whether the
suflicient neuromodulation has occurred to provide the
desired therapeutic effect (e.g., a drop in blood pressure).
Specific details of several embodiments of the present
technology are described herein with reference to FIGS.
1-16. Although many of the embodiments are described with
respect to devices, systems, and methods for intravascular
renal neuromodulation, other applications and other embodi-
ments 1n addition to those described herein are within the
scope of the present technology. For example, at least some
embodiments of the present technology may be useful for
intraluminal neuromodulation, for extravascular neuro-
modulation, for non-renal neuromodulation, and/or for use
in autonomic modulation therapies other than neuromodu-
lation.

It should be noted that other embodiments 1n addition to
those disclosed herein are within the scope of the present
technology. Further, embodiments of the present technology
can have different configurations, components, and/or pro-
cedures than those shown or described herein. Moreover, a
person ol ordmary skill in the art will understand that
embodiments of the present technology can have configu-
rations, components, and/or procedures in addition to those
shown or described herein and that these and other embodi-
ments can be without several of the configurations, compo-
nents, and/or procedures shown or described herein without
deviating from the present technology.

As used herein, the terms “distal” and “proximal” define
a position or direction with respect to a climician or a
clinician’s control device (e.g., a handle of a neuromodula-
tion device). The terms, “distal” and “distally” refer to a
position distant from or in a direction away from a clinician
or a clinician’s control device. The terms “proximal” and
“proximally” refer to a position near or in a direction toward
a clinician or a clinician’s control device. The headings
provided herein are for convenience only and should not be
construed as limiting the subject matter disclosed.

[. SELECTED EMBODIMENTS OF SYSTEMS
FOR ASSESSING SNS TONE AND
ASSOCIATED METHODS

Renal neuromodulation therapy aims to modulate the
autonomic nervous system, specifically the SNS, by modu-
lating or destroying renal eflerent sympathetic nerves and
allerent renal sensory nerves. Accordingly, patients with
clevated SNS tone are expected to be more responsive to
renal neuromodulation therapy and other related therapies.
Therefore, SNS tone can be used as an indicator of whether
a patient 1s a good candidate for neuromodulation therapy.
Additionally or alternatively, after neuromodulation therapy,
SNS tone can serve as an indicator that the therapy has
modulated the nerves to a degree suflicient to provide
therapeutic eflects (e.g., a reduction i1n blood pressure).
Various diagnostic indices are associated with sympathetic
tone. These indices include, for example, blood pressure,
heart rate vanability (“HRV™), night heart rate, day-night
heart rate difference (“DND”), impedance variability, and
combinations thereof.

FI1G. 1 1s a partially schematic 1llustration of a monitoring,
system 100 for detecting SNS tone indicators configured 1n
accordance with an embodiment of the present technology.
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As shown 1n FIG. 1, the monitoring system 100 can include
a detector 102 for measuring cardiac data and/or other
detectable parameters of a patient 101 and a receiver 104
that receives the data detected by the detector 102. The
detected data can be communicated to the receiver 104 using
a wireless or wired connection (e.g., via a Bluetooth or
cellular connection). The receiver 104 can then transmit the
detected data to a remote location, such as a remote central
processor or computer 106 (shown schematically). For
example, the receiver 104 and the computer 106 can be
wirelessly connected via an intranet or internet connection.
The central computer 106 can process the received cardiac
data to provide one or more diagnostic indices associated
with sympathetic tone, such as HRV, night heart rate, and
DND. In other embodiments, the recerver 104 1itsellf may
include a processor configured to analyze the data and
provide the desired SNS tone indicators (e.g., HRV, DND,
impedance variability, etc.). In further embodiments, the
receiver 104 and the detector 102 can be integrated into a
single device for measuring data, transmitting the detected
data, and/or processing the detected data.

In embodiment illustrated in FIG. 1, the detector 102 1s a
wireless external patch that can be attached to the skin of a
patient 101 for cardiac and/or other monitoring over a period
of time. As shown 1n FIG. 1, for example, the detector 102
can be positioned on the patient’s chest over or proximate to
the patient’s heart. The detector 102 can be attached to the
patient’s skin with an adhesive or other suitable attachment
means. The detector 102 includes multiple electrodes (e.g.,
four electrodes; not shown) that can take bipolar and/or
quadripolar measurements of the heart’s electrical conduc-
tion system to provide electrocardiogram (“ECG”) measure-
ments and/or other electrical measurements associated with
cardiac function. For example, the same electrodes can be
used to take thoracic impedance measurements. These mea-
surements can then be processed (e.g., via the computer 106
or the receiver 104) using algorithms to determine various
indices associated with SNS tone, such as HRV, night heart
rate, DND, impedance variability, baro-reflex variability,
daily net duration of atrial tachyarrhythmias (e.g., an
arrhythmia indicator), atria tachyarrhythmia/atrial fibrilla-
tion burden (“AT/AF burden™), and/or combinations thereof.
In various embodiments, the detector 102 can include an
accelerometer (e.g., a 3-D accelerometer) to quantily a
patient’s physical activity, which can include parameters
like minutes or days above a minimal activity threshold, and
can be expressed as an index of quality of life or as an
activity indicator. In further embodiments, the detector 102
can include additional sensing devices that detect other
physiological parameters, such as blood pressure, posture,
temperature, and/or other indices that may be used to
determine the SNS tone of the patient 101.

In certain embodiments, the external detector 102 can
remain attached to the patient 101 for an extended period of
time, such as 30 days, to continuously or intermittently
monitor the patient’s cardiac data over that period of time.
In other embodiments, the external detector 102 can be
configured to remain attached to the patient for shorter
periods of time (e.g., 5 days, 10 days, 15 days, etc.) or longer
pertods of time (e.g., 45 days, 60 days, 120 days, etc.)
depending on the desired monitoring period. It 1s expected
that the extended monitoring of cardiac activity (e.g., HRV)
serves as a better indicator of sympathetic tone than brief
monitoring periods, such as an hour-long monitoring period
or a 24-hour monitoring period that 1s typically associated
with a standard Holter monitor). The extended monitoring
can at least substantially average out abnormalities (e.g.,
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atrial fibrillation) that may skew the cardiac measurements
if the measurements were taken over a shorter period of time
(e.g., several minutes, an hour, a day, etc.). In other embodi-
ments, 1irregular cardiac measurements detected during the
extended monitoring can be filtered out of the data used to
determine the SNS tone indicator. For example, the extended
monitoring period allows the user or the system 100 to
identily and discriminate time periods of supraventricular
arrhythmias (e.g., atrial fibrillation) when the SNS i1s not
actually influencing heart rate. Suitable external detectors
102 include, for example, the SEEQ Mobile Cardiac Telem-
etry System from Medtronic, Inc. of Minneapolis, Minn.

Once the detected data has been converted to the desired
SNS tone indicator (e.g., HRV), the information can be
provided to a user (e.g., a clinician or a patient) to allow the
user to assess the patient’s basal SNS tone. In certain
embodiments, the SNS indicator(s) can be displayed to the
user on a monitor or other type of display at the central
computer 106 and/or at a device remote from and commu-
nicatively connected to the central computer 106 (e.g., a
personal computer, a tablet computer, a smartphone, and/or
the receiver 104). FIG. 2 illustrates a display 208 with a
report that can be provided to the user based on the recerved
cardiac data. As shown 1n FIG. 2, the report can include a
graph 1llustrating the patient’s HRV over the course of a
monitoring period. Measurements of various SNS tone
indicators can be measured daily, mmtermittently throughout
the day, and/or substantially continuously, and these mea-
surements can then be combined into single parameters,
such as mean, median, standard deviation, etc. In other
embodiments, the display 208 can provide the user with one
or more other or additional SNS tone indicators, such as the
patient’s night heart rate, DND, impedance variability, atrial
tachyarrhythmia-atrial fibrillation (“AT-AF”) burden (e.g.,
an arrhythmia detector), and/or combinations thereof. In
turther embodiments, the display 208 can provide the user
with a parameter that takes into account a patient’s daily
activity (measured by an accelerometer; e.g., a quality of life
index). In certain embodiments, the various SNS indicators
can be combined 1nto a single SNS tone score using empiri-
cal, Bayesian, multivariate, and/or other types of statistical
analysis.

The SNS tone indicators can then be used to assess
whether a patient 1s a good candidate for neuromodulation
therapy and/or whether neuromodulation therapy has
destroyed the nerves to a desired degree. For example, when
the SNS tone indicator includes HRYV, the patients HRV can
be compared to a predetermined HRV range or value. This
predetermined HRV range or value can be an absolute
standardized value or determined empirically, and corre-
spond to a normal HRV range or value for a healthy human
patient, a normal HRV range or value for a patient with
similar characteristics as the monitored patient, and/or
another predetermined HRV wvalue or range. Typically,
clevated sympathetic tone 1s indicated by a lower HRV value
than the normal HRV range. Accordingly, if the detected
HRYV value 1s lower than the predetermined I-IRV value, this
may indicate that the patient has elevated sympathetic tone
and will likely be receptive to neuromodulation therapy.
Similarly, when DND and impedance variability are used as
SNS tone indicators, measured DND and impedance vari-
ability values that am lower than threshold healthy DND and
impedance variability values may be indicative of elevated
sympathetic tone. Various manners ol assessing impedance
variability as it relates to autonomic nervous system health
are disclosed i U.S. Pat. No. 8,435,186, 1ssued May 7,
2013. When night heart rate 1s used as the SNS tone
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indicator, a measured night heart rate higher than a threshold
range may be indicative of elevated sympathetic tone. Like-
wise, an average nighttime heart rate higher than an average
daytime heart rate may be indicative of elevated sympathetic
tone, regardless of actual night heart rate. High nighttime
time blood pressure and nighttime activity may also be
indicative of elevated sympathetic tone.

In other embodiments, multiple indices of changes 1n
sympathetic tone (e.g., HRV, DND, and impedance variabil-
ity) can be combined into a single integrated diagnostic
parameter of SNS tone (e.g., an “SNS tone score™) and
compared to a predetermined value associated with a healthy
SNS. For example, a point system could be ascribed to
various SNS tone indicators such that HRV below a thresh-
old HRV value would be worth X points, DND above a
predetermined threshold DND value would be worth Y
points, and/or other SNS tone indicators above/below a
corresponding predetermined threshold value would be
worth a certain number of points. Other indices may also be
included 1n the SNS tone score, such as blood pressure, age,
weight, body mass index (“BMI”), and/or pharmaceutical/
drug intake, that may be indicative of sympathetic tone and
responsiveness to neuromodulation therapy. When a
patient’s net total points (e.g., X+Y+ . .. N) 1s greater than
a threshold integrated diagnostic value (e.g., Z), the patient
would be considered a good candidate for renal neuromodu-
lation therapy. The values of the SNS tone indicators (e.g.,
X and Y) and the integrated SNS tone indicator (e.g. Z) may
be assigned empirically or determined based on clinical trial
data. In certain embodiments, the integrated diagnostic
parameter of SNS tone can be determined using algorithms
that include Bayesian statistics, multivariate analysis, and/or
other artificial intelligence strategies. In various embodi-
ments, the system 100 can include algorithms that analyze
the SNS 1ndicators to automatically determine whether a
patient has elevated sympathetic tone and 1s a good candi-
date for neuromodulation therapy, and provide this recom-
mendation to the user via the central computer 106 and/or
other computing device that 1s communicatively coupled to
the monitoring system 100 and accessible by the user (e.g.
a clinician, a patient, etc.).

In various embodiments, the monitoring system 100 (FIG.
1) can continue measuring and analyzing cardiac data after
neuromodulation therapy. For example, the monitoring sys-
tem 100 can continue to measure SNS tone indicators one
month, three months, or six months after neuromodulation
therapy. In other embodiments, the monitoring system 100
can detect the SNS tone indicators for longer or shorter
periods of time. A lack change 1n autonomic 1indices or a lack
of improvement 1n patient activity (1.e., an index of quality
of life or an activity indicator as determined using an
accelerometer) could indicate mnsuflicient neuromodulation
and the need to repeat the neuromodulation therapy to
further ablate the nerves. For example, a patients blood
pressure may not decrease aiter a neuromodulation therapy,
which could indicate that the treatment was not successtul,
or, alternatively, that the patient was not a good candidate for
neuromodulation therapy 1rom the beginning. In this
instance, the SNS tone indicators can be measured to deter-
mine whether the neuromodulation therapy has had an effect
on the patient’s sympathetic tone. If the SNS tone indicators
show a decrease 1n the sympathetic tone, it can be indicative
that the nerves are indeed ablated to the desired degree and
that some other factor 1s contributing to the high blood
pressure. For example, 1t could be that the effects of the
neuromodulation have not yet fully taken effect to lower
blood pressure or that the patient 1s behaving 1n a manner




US 11,707,220 B2

7

that 1s raising his or her blood pressure (e.g., changes 1n diet,
activity level, prescriptions, etc.). Thus, the SNS indicators
can provide a mechanism for determining whether a neuro-
modulation therapy was successiul and whether the nerves
need to be further ablated with a repeated neuromodulation
treatment.

In other embodiments, the monitoring system 100 can be
used to screen candidates for and/or assess the eflicacy of
other device-based treatments that lower blood pressure
based on autonomic modulation. For example, the monitor-
ing system 100 can be used to assess the SNS tone of
patients before and/or after baroreceptor activation therapy,
carotid body modulation, passive mechanical carotid barore-
ceptor stimulation (e.g., a mitinol stent), intrathecal clonidine
infusion, and/or vagal nerve stimulation.

FIG. 3A 1s an 1llustration of a monitoring system 300 for
detecting SNS tone indicators configured 1n accordance with
an embodiment of the present technology. The monitoring
system 300 can 1nclude various features generally similar to
the features of the monitoring system 100 of FIG. 1. For
example, the momtoring system 300 includes a detector 302
that measures cardiac activity (e.g., ECG data) and a
receiver 304 communicatively connected to the detector 302
via a cellular, Bluetooth, and/or other wireless connection.
Instead of the external detector 102 of FIG. 1, however, the
detector 302 1s implanted within a patient. FIG. 3B, for
example, 1s an enlarged, partially schematic illustration of
the detector 302 before implantation 1n the patient. Referring
to FIGS. 3A and 3B together, the detector 302 can be
subcutancously 1mplanted proximate to the patient’s heart
and provide long-term monitoring of the patient’s cardiac
and/or activity data before and/or after neuromodulation
therapy. Suitable implantable detectors 302 include, for
example, the Reveal LINQ Insertable Cardiac Monitoring
System from Medtronic, Inc. of Minneapolis, Minn. and the
Reveal XT Insertable Cardiac Monitor from Medtronic, Inc.
of Minneapolis, Minn.

The receiver 304 i1s adapted to recerve the measured
cardiac data from the detector 302 and can analyze the data
to provide a user with one or more parameters associated
with SNS tone. For example, the receiver 304 can provide
HRYV, DND, night heart rate, impedance variability, net
AT/AF burden, patient daily activity, other diagnostic indi-
ces indicative of SNS tone, and/or combinations thereof.
This information can be displayed on the receiver 304 1tself
and/or on a device communicatively coupled thereto (e.g., a
personal computer, a tablet computer, a smart phone, a
central computer, etc.). In other embodiments, the receiver
304 can be communicatively coupled to a remote device
(e.g., the central computer 106 of FIG. 1, a central process-
ing unit, etc.), and transmit the data measured by the detector
304 to the remote device where 1t can be analyzed to provide
a clinician or other user with the SNS tone indicators.

The SNS tone indicators can include HRV, DND, night
heart rate, impedance variability, other autonomic tone indi-
ces, and/or an integrated diagnostic parameter that combines
two or more of the sympathetic tone indices. In other
embodiments, the integrated diagnostic parameter can
include other physiological parameters (e.g., blood pressure,
gender, ethnic background, etc.) that may be indicative of
sympathetic tone and responsiveness to neuromodulation
therapy. Before therapy, the SNS tone indicator(s) can then
be used to determine whether a patient has an elevated
sympathetic tone and, therefore, will be receptive to renal
neuromodulation therapy and/or other device-based thera-
pies that lower blood pressure based on autonomic modu-
lation. After autonomic modulation therapy, the SNS tone
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indicator(s) provided by the monitoring system 300 can be
used to monitor the patient’s SNS tone to determine whether
the treatment was successiul (e.g., ablated the nerves to a

desired degree to decrease blood pressure).

FIG. 4 1s a block diagram illustrating a method 400 of
evaluating SNS tone for autonomic modulation therapy 1n
accordance with an embodiment of the present technology.
The method 400 can be implemented using the monitoring
systems 100 and 300 described above with reference to
FIGS. 1-3B and/or other suitable monitoring systems for
determining SNS tone indicators. For example, the detectors
102, 302, the receivers 104, 304, and/or the central computer
106 can be used to perform various steps of the method 400.
As shown 1n FIG. 4, the method 400 includes coupling a
cardiac detector to a patient to record cardiac data (block
405). The cardiac detector can be an external device that 1s
attached to the patient’s skin (e.g., proximate to the patient’s
heart), or it can be an implantable device. The implantable
device, for example, can be subcutaneously implanted proxi-
mate to the patient’s heart, attached directly to the patient’s
heart, and/or otherwise implanted to record cardiac activity.
The detector can include multiple electrodes to record ECG
data and/or other electrical measurements associated with
cardiac activity. In other embodiments, the detector can
include different or additional sensors that record other
information related to cardiac activity and/or other param-
cters that may be indicative of SNS tone, such as a 3-D
accelerometer for measuring daily activity levels and a
Holter monitor for measuring HRV data. In certain embodi-
ments, the method 400 can be performed using detectors
previously attached or implanted in the patient and config-
ured to provide cardiac data and/or daily activity-type data.
Once attached or implanted, the detector can measure car-
diac and/or other data over a period of time (block 410). In
certain embodiments, the detector can sense cardiac activity
over several days, a month, a year, or longer. Extended
monitoring beyond several years 1s also possible by append-
ing stored diagnostic data from a detector previously used by
the patient (and may have expired due to battery depletion)
to a newly implanted or attached replacement detector with
similar capabilities. In this manner, them 1s no upper limit
for the monitoring period and the method 400 can include
continuous monitoring of desired indices related to SNS
tone.

After the monitoring period, the method 400 continues by
analyzing the measured diagnostic cardiac data to determine
at least one SNS tone indicator (block 415). Using equa-
tions, algorithms, and various statistical methods, the car-
diac data recorded by the detector can be used to determine
HRY, DND, night heart rate, impedance varability, net
duration of AT-AF, patient activity levels (e.g., a quality of
life index), and/or other parameters indicative of SNS tone.
In other embodiments, the method 400 can provide an
integrated diagnostic parameter of SNS tone based on one or
more SNS indicators and/or additional physiological param-
cters that may have an effect on SNS tone. For example, the
method 400 may use an algorithm executed by a processor
to optimize the combination of two or more SNS 1ndicators
and/or other data to provide a parameter that 1s more closely
tied to SNS tone than any one individual SNS tone indicator
alone. In various embodiments, the detector can be commu-
nicatively coupled to a recerver (e.g., via a cellular or
Bluetooth connection) that can perform the analysis of the
data (e.g., via a processor) and/or transmit the cardiac data
to a remote processor (e.g., at a central computer) that can
analyze the cardiac data to provide SNS tone indicators.
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One or more of the SNS tone 1ndicators and/or an overall
SNS tone score can then be provided to a user (e.g., a
clinician) on a display (block 420). For example, the method
400 can provide a report that displays the SNS tone indicator
(s) to the user on a smart phone, a computer, a tablet
computer, and/or other device including a digital display.
Similar to the display 208 of FIG. 2, the method 400 can
display the SNS tone indicator(s) over the course of a
monitoring period so that the user can assess the patient’s
SNS tone over that time. When the SNS tone indicator 1s
viewed over the course of the monitoring period, the user
may be able identily when patients have abnormalities that
may have affected the measurement of the SNS tone indi-
cator and skewed the value SNS tone indicator. For example,
1f the SNS tone indicator includes HRV, atrial fibrillation can
cause an 1naccurate HRV measurement for a certain period
(e.g., one day out of the total monitoring period) since heart
rate 1s not influenced by sympathetic tone during AT or AF.
The user can then remove this skewed data from the moni-
toring period to determine a more accurate value of the
patient’s HRV. In various embodiments, the processor that
analyzes the cardiac data can include algorithms that remove
any apparent irregular data points to automatically correct
for the anomalies.

Using the SNS indicator(s), the method 400 can continue
by assessing whether the patient’s SNS tone 1s elevated
based on the SNS tone indicator(s) (decision block 425). The
determination of whether the patient’s SNS tone 1s high or
clevated can be made by comparing the SNS tone 1ndicator
with a baseline or threshold value for that indicator. For
example, 11 the SNS tone indicator 1s HRV, a low IRV value
below a predetermined threshold value would indicate as an
clevated SNS tone. Similarly, 11 the patient has a low DND,
meaning that the patient’s nighttime heart rate does not differ
significantly from the patient’s daytime heart rate, the
patient may have elevated SNS tone. The predetermined
threshold may be an absolute value (e.g., related to known
data of healthy HRV or DND), or may be patient-specific.
The comparison of the SNS tone indicator(s) to a threshold
value and/or other assessment of the SNS indicators can be
performed by a clinician or automatically using algorithms
run by a processor. As shown 1n FIG. 4, if the SNS tone
indicator 1s indicative of elevated SNS tone, then the patient
1s expected to be receptive to autonomic modulation therapy
and the method 400 can continue to block 430 to perform
autonomic modulation therapy. The autonomic modulation
therapy may 1nclude renal nerve denervation therapy,
baroreceptor activation therapy, carotid body modulation,
mechanical carotid baroreceptor stimulation, intrathecal
clonidine infusion, vagal nerve stimulation, and/or other
device-based treatments that modulate SNS tone to treat
hypertension.

When the SNS tone 1ndicators do not suggest that the SNS
tone 1s elevated, this may indicate that the patient would not
be receptive to renal neuromodulation or other autonomic
modulation therapies and, therefore, would not be a good
candidate for autonomic modulation therapy. Accordingly,
the method 400 can continue to block 435 to determine 1t
there are other potential hypertension treatments that would
be better suited for patients without elevated SNS tone, such
as particular pharmacological treatments, excepting those
aimed at modulating the SNS (e.g., such as clonidine).

FIG. 5 1s a block diagram illustrating a method 500 of
assessing SNS tone after autonomic modulation therapy 1n
accordance with an embodiment of the present technology.
The method 500 can be implemented using the monitoring
systems 100 and 300 described above with reference to
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FIGS. 1-3B, the neuromodulation system 600 described
below with reference to FIGS. 7-8, and/or other suitable
monitoring and neuromodulation systems. As shown in FIG.
5, the method 500 begins by implanting, attaching, or
otherwise coupling a detector in or to a patient to record
cardiac data (block 505), and determining a pre-therapy SNS
tone indicator (block 510). The SNS tone indicator can be
determined using the method 400 of FIG. 4 and/or other
suitable methods for determining an SNS tone indicator. As
discussed above, the SNS tone indicator can include HRYV,
night heart rate, DND, impedance varnability, AT-AF burden,
and/or combinations thereof. In various embodiments, addi-
tional physiological parameters, such as blood pressure or
patient activity, can also be used in conjunction with the
SNS tone indicators to provide an integrated diagnostic
parameter indicative of a patient’s SNS tone.

As shown 1n FIG. 5§, the method 500 can further include
performing an autonomic modulation therapy to treat hyper-
tension (block 515). The autonomic modulation therapy can
include renal neuromodulation, baroreceptor activation
therapy, carotid body modulation, mechanical carotid
baroreceptor stimulation, intrathecal clonidine infusion,
vagal nerve stimulation, and/or other device-based treat-
ments that modulate SNS tone to treat hypertension. Once
the therapy 1s complete, the detector can be used to measure
cardiac data over a monitoring period (block 3520). For
example, the detector can detect ECG data over a period of
time (e.g., 10 days, 30 days, etc.). The detected data can be
stored locally on the detector or transmitted (e.g., via a
Bluetooth, cellular, or intranet connection) to a receiver
external to the patient. The receiver may store the received
data for further processing and/or may transmit the data to
another remote device (e.g., a central computer). The moni-
toring period for recording the cardiac data may extend over
several days, a week after modulation therapy, thirty days
alter therapy, three months post-therapy, six months post-
therapy, intervals therebetween, and/or longer time periods
post-therapy.

After the monitoring period, diagnostics can be run on the
cardiac data to determine one or more post-therapy SNS
tone mdicators (block 525), and the SNS tone 1ndicators are
then provided to a user (e.g., a clinician) (block 530). The
post-therapy SNS tone indicators can include HRV, night
heart rate, DND, impedance variability, AT-AF burden (e.g.,
an arrhythmia indicator), patient activity level (e.g., a post-
therapy activity indicator), other physiological parameters,
and/or combinations thereof. The method 500 continues by
comparing the pre- and post-therapy SNS tone indicators to
determine if there has been a change 1n the SNS tone and,
optionally, to what degree the SNS tone indicators have
changed (decision block 335). For example, when the SNS
tone indicator 1s HRV, an increase in HRV and/or DND from
pre-therapy to post-therapy may indicate that the autonomic
modulation therapy had a positive therapeutic effect on the
patient that will result in a decrease in blood pressure. A
decrease 1n post-therapy might heart rate compared to pre-
therapy night heart rate can indicate a positive therapeutic
cllect of the therapy. An increase from the pre-therapy
patient activity level indicator to the post-therapy patient
activity level could a positive therapeutic effect. If there has
been a change in the SNS tone indicator value before and
alter therapy and/or 11 the post-therapy SNS 1ndicator value
has changed to a desired degree, the autonomic modulation
therapy may be considered successiul, and the method 500
may be deemed complete (block 540).

If the comparison between the pre-and post-therapy SNS
tone indicators shows that there has not been a change
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between the pre- and post-therapy SNS tone indicators, or i
the post-therapy SNS tone indicator 1s still indicative of an
clevated SNS tone, this may be a sign that the therapy did
not provide the desired therapeutic eflect and that further
therapy may be necessary or that the patient was not a good
candidate for the therapy from the outset. In this case, the
method 500 may, optionally, continue by repeating the
autonomic modulation therapy (block 515) to further treat
the hypertension. For example, when the therapy 1s renal
neuromodulation, the method 500 can continue by further
ablating or modulating the renal nerves and then again
determining whether there has been a change in the post-
therapy SNS tone indicator. These steps (blocks 515-535)
can be repeated until the desired change in SNS tone
indicator 1s achieved. In various embodiments, block 535 of
the method 500 can include comparing the post-therapy SNS
tone 1ndicator to a standardized SNS tone indicator value
that corresponds to a normal or healthy SNS tone. For
example, 1I the selected SNS tone indicator 1s HRV, the
post-therapy HRV value can be compared to a standardized
“normal” HRV range. If the post-therapy HRV wvalue 1is
outside of the normal HRV range, the method 500 can
continue by repeating the therapy and again measuring the
SNS tone indicator to determine whether 1t 1s within the
normal range.

The method 500 can be used by clinicians to determine 1
an autonomic modulation therapy has been effective to treat
hypertension. For example, certain therapies may success-
tully modulate the SNS, but the therapeutic eflects on the
patient’s blood pressure may not be detectable for an
extended period of time post-therapy (e.g., 1 month, 3
months, 6 months, 1 year). However, the therapeutic effect
on the SNS tone may be detectable before the change 1n
blood pressure and, therefore, the method 500 may be used
to confirm that a therapy has been eflective before a notice-
able blood pressure change has occurred. This also avoids
the circumstance where a patient 1s subject to multiple
autonomic modulation therapies because them has not been
a change 1n blood pressure, but the desired modulation has
already been achieved. Accordingly, the method 500 may be
used as an indicator that an autonomic modulation therapy
has the desired therapeutic efiect.

FIG. 6 1s a block diagram illustrating a method 600 for
determining sympathetic tone score 1n accordance with an
embodiment of the present technology. The method 600 1s
performed automatically by a computing device or system,
such as those described below with reference to FIGS. 9 and

10, and can be used to determine sympathetic tone scores for
the methods 400 and 500 described above with reference to
FIGS. 4 and 5. As shown in FIG. 6, the method 600 can
include capturing one or more raw 1ndices 602 that may be
indicative of sympathetic tone and responsiveness to neu-
romodulation therapy. Certain indices (1dentified as “device-
measured mdices 604”°) may be measured using a monitor-
ing device, such as the monitoring systems 100, 300
described with reference to FIGS. 1-3B or other suitable
monitoring systems. The device-measured indices 604 can
include, for example, daytime heart rate, nighttime heart
rate, activity, posture, arrhythmias, blood pressure, imped-
ance, temperature, and/or other suitable indices that can be
detected via an implanted or external cardiac device or other
monitoring device. These indices 604 can be measured over
a period of time, such as several hours, 24 hours, numerous
days, one or more weeks, one or mom months, and/or other
suitable time periods. This information can be sent from the
monitoring device to the computing system via a wireless or
wired connection. The method 600 can also take into
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account other, externally-measured indices 606 using other
detection devices and/or patient information, and this infor-

mation can be entered or otherwise transmitted to the
computing system. For example, the externally-measured
indices 606 that can be taken into account may include body
weight and/or BMI, blood pressure, co-morbidity history,
age, drug prescription history, race, and/or other indices
indicative of sympathetic tone and responsiveness to neu-
romodulation therapy.

As shown 1n FIG. 6, the method 600 can process certain
information from the device-measured indices 604 to pro-
vide one or more derived indices 608. For example, daytime
and nighttime heart rate can be used to determine heart rate
variability and/or the difference between day and night heart
rate; daytime heart rate, nighttime heart rate, activity, and
posture can be used to determine sleep quality; blood
pressure can be used to determine blood pressure variability;
and/or 1impedance can be used to determine impedance
variability. In other embodiments, the method 600 can
derive additional 1indices that may be indicative of sympa-
thetic tone. In further embodiments, the method 600 may
derive some of the indices 608 using externally-measured
indices 606.

The raw 1ndices 602 and the derived indices 608 can then
be analyzed via one or more predictive models that are
indicative of sympathetic tone. For example, the indices
602, 608 can be analyzed using empirical models, Bayesian
models, multivariate models, and/or other predictive models
that result 1n an integrated SNS tone or sympathetic risk
score 612. In certain embodiments, the indices can be
weighted depending on their relationship to sympathetic
nerve tone. For example, indices that are closely tied to high
sympathetic nerve tone may be weighted heavier than 1ndi-
ces that are less closely related to SNS tone.

The mtegrated sympathetic risk score 612 can be indica-
tive of whether a particular patient having high sympathetic
tone would make a good candidate for a specific therapy that
aflects SNS tone, such as renal neuromodulation therapy.
That 1s, the method 600 can predict whether therapy will be
cllective for such a patient given various indices tied to SNS
tone. Similar to the method 400 of FIG. 4, 11 the integrated
sympathetic risk score 612 1s above a threshold valve or
range, the method 600 can indicate to a clinician, the patient,
and/or other user of the system that the patient would benefit
from the specific therapy. In contrast, 1if the integrated
sympathetic risk score 612 1s lower than the threshold value
or range, the method 600 can indicate to the user that the
patient would not be a good candidate for the therapy. In
turther embodiments, a patient’s sympathetic risk score 612,
as determined via the method 600, can be compared belore
and after an SNS tone therapy to determine whether the
therapy was effective (e.g., similar to the method 500 of FIG.
5). The sympathetic risk score 612 and, optionally, the
various indices considered 1n the sympathetic risk score 612
can be provided to the user via a user interface, such as on
a tablet computer, a smart phone, a computer, and/or another
type of computing device.

II. SELECTED EMBODIMENTS OF
NEUROMODULATION SYSTEMS

FIG. 7 1s a partially schematic 1llustration of a therapeutic
neuromodulation system 700 (*system 700”) configured in
accordance with an embodiment of the present technology.
The system 700 can be used in conjunction with the moni-
toring systems 100 and 300 described above with references
to FIGS. 1-3 to evaluate a patients SNS tone before and/or
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aiter neuromodulation therapy. In addition, the system 700
can be used to provide the autonomic modulation therapy of
the methods described in FIGS. 4 and 3.

As shown i FIG. 7, the system 700 includes a neuro-
modulation catheter 702, a console 704, and a cable 706
extending therebetween. The neuromodulation catheter 702
can include an elongated shait 708 having a proximal
portion 7085, a distal portion 7084, a handle 710 operably
connected to the shaft 708 at the proximal portion 7085, and
a neuromodulation assembly 720 operably connected to the
shaft 708 at the distal portion 708a. The shaft 708 and the
neuromodulation assembly 720 can be 2, 3, 4, 5, 6, or 7
French or another suitable size. As shown i FIG. 7, the
neuromodulation assembly 720 can include a support struc-
ture 722 carrying an array of two or more electrodes 724.
The electrodes 724 can be configured to apply electrical
stimuli (e.g., RF energy) to target sites at or proximate to
vessels within a patient, temporarily stun nerves, deliver
neuromodulation energy to target sites, and/or detect vessel
impedance. In various embodiments, certain electrodes 724
can be dedicated to applying stimuli, and the neuromodu-
lation assembly 720 can include other types of therapeutic
clements that provide neuromodulation therapy using vari-
ous modalities, such cryotherapeutic cooling, ultrasound
energy, etc.

The distal portion 708a of the shaft 708 1s configured to
be moved within a lumen of a human patient and locate the
neuromodulation assembly 720 at a target site within or
otherwise proximate to the lumen. For example, shaft 708
can be configured to position the neuromodulation assembly
720 within a blood vessel, a duct, an airway, or another
naturally occurring lumen within the human body. In certain
embodiments, intravascular delivery of the neuromodulation
assembly 720 includes percutaneously mnserting a guide wire
(not shown) 1nto a body lumen of a patient and moving the
shaft 708 and/or the neuromodulation assembly 720 along
the guide wire until the neuromodulation assembly 720
reaches a target site (e.g., a renal artery). For example, the
distal end of the neuromodulation assembly 720 may define
a passageway for engaging the guide wire for delivery of the
neuromodulation assembly 720 using over-the-wire (OTW)
or rapid exchange (RX) techniques. In other embodiments,
the neuromodulation catheter 702 can be a steerable or
non-steerable device configured for use without a guide
wire. In still other embodiments, the neuromodulation cath-
cter 702 can be configured for delivery via a guide catheter
or sheath (not shown). Once at the target site, the neuro-
modulation assembly 720 can be configured to provide or
facilitate neuromodulation therapy at the target site (e.g.,
using the electrodes 724 and/or other energy delivery ele-
ments).

The console 704 can be configured to control, monitor,
supply, and/or otherwise support operation of the neuro-
modulation catheter 702. The console 704 can further be
configured to generate a selected form and/or magnitude of
energy for delivery to tissue at the target site via the
neuromodulation assembly 720, and therefore the console
704 may have diflerent configurations depending on the
treatment modality of the neuromodulation catheter 702. For
example, when the neuromodulation catheter 702 1s config-
ured for electrode-based, heat-element-based, or transducer-
based treatment, the console 704 can include an energy
generator (not shown) configured to generate RF energy
(e.g., monopolar and/or bipolar RF energy), pulsed electrical
energy, microwave energy, optical energy, ultrasound energy
(e.g., intravascularly delivered ultrasound, extracorporeal
ultrasound, and/or HIFU), direct heat energy, radiation (e.g.,
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infrared, visible, and/or gamma radiation), and/or another
suitable type of energy. When the neuromodulation catheter
702 1s configured for cryotherapeutic treatment, the console
704 can 1nclude a refrigerant reservoir (not shown), and can
be configured to supply the neuromodulation catheter 702
with refrigerant. Similarly, when the neuromodulation cath-
cter 702 1s configured for chemical-based treatment (e.g.,
drug infusion), the console 704 can include a chemical
reservoir (not shown) and can be configured to supply the
neuromodulation catheter 702 with one or more chemicals.

In selected embodiments, the system 700 may be config-
ured to deliver a monopolar electric field via one or more of
the electrodes 724. In such embodiments, a neutral or
dispersive electrode 730 may be electrically connected to the
console 704 and attached to the exterior of the patient. In
embodiments including multiple electrodes 724, the elec-
trodes 724 may deliver power independently (i.e., may be
used 1n a monopolar fashion), either simultaneously, selec-
tively, or sequentially, and/or may deliver power between
any desired combination of the electrodes 724 (1.e., may be
used 1n a bipolar fashion). In addition, an operator optionally
may be permitted to choose which electrodes 724 are used
for power delivery in order to form highly customized
lesion(s) within the renal artery, as desired. One or more
sensors (not shown), such as one or more temperature (e.g.,
thermocouple, thermistor, etc.), pressure, optical, tlow,
chemical, and/or other sensors, may be located proximate to,
within, or integral with the electrodes 724. The sensor(s) and
the electrodes 724 can be connected to one or more supply
wires (not shown) that transmait signals from the sensor(s)
and/or convey energy to the electrodes 724.

In various embodiments, the system 700 can further
include a controller 714 communicatively coupled to the
neuromodulation catheter 702. The controller 714 can be
configured to 1nitiate, terminate, and/or adjust operation of
one or more components (e.g., the electrodes 724) of the
neuromodulation catheter 702 directly and/or via the console
704. In other embodiments, the controller 714 can be
omitted or have other suitable locations (e.g., within the
handle 710, along the cable 706, etc.). The controller 714
can be configured to execute an automated control algorithm
and/or to receive control instructions from an operator.
Further, the console 704 can be configured to provide
teedback to an operator before, during, and/or after a treat-
ment procedure via an evaluation/feedback algorithm 716.
In various embodiments, the controller 714 can be commu-
nicatively connected to the monitoring systems 100, 300 of
FIGS. 1 and 3A-3B, and run diagnostics on the data recorded
by the detectors 102, 304 to determine SNS tone indicators.

FIG. 8 (with additional reference to FIG. 7) illustrates
modulating renal nerves 1n accordance with an embodiment
of the system 700. The neuromodulation catheter 702 pro-
vides access to the renal plexus RP through an intravascular
path P, such as a percutancous access site in the femoral
(1llustrated), brachial, radial, or axillary artery to a targeted
treatment site within a respective renal artery RA. By
mampulating the proximal portion 7086 of the shait 708
from outside the intravascular path P, a clinician may
advance the shaft 708 through the sometimes tortuous
intravascular path P and remotely mampulate the distal
portion 708a (FI1G. 7) of the shaft 708. In the embodiment
illustrated in FIG. 8, the neuromodulation assembly 720 1s
delivered intravascularly to the treatment site using a guide
wire 736 1n an OTW technique. As noted previously, the
distal end of the neuromodulation assembly 720 may define
a passageway lor recerving the guide wire 736 for delivery
of the neuromodulation catheter 702 using either OTW or
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RX techniques. At the treatment site, the guide wire 736 can
be at least partially withdrawn or removed, and the neuro-
modulation assembly 720 can transform or otherwise be
moved to a deployed arrangement for delivering energy at
the treatment site. In other embodiments, the neuromodula-
tion assembly 720 may be delivered to the treatment site
within a guide sheath (not shown) with or without using the
guide wire 736. When the neuromodulation assembly 720 1s
at the target site, the guide sheath may be at least partially
withdrawn or retracted and the neuromodulation assembly
720 can be transformed into the deployed arrangement. In
still other embodiments, the shatt 708 may be steerable 1tself
such that the neuromodulation assembly 720 may be deliv-
ered to the treatment site without the aid of the guide wire
736 and/or guide sheath.

Image guidance, e.g., computed tomography (CT), tluo-
roscopy, itravascular ultrasound (IVUS), optical coherence
tomography (OCT), intracardiac echocardiography (ICE), or
another suitable guidance modality, or combinations thereof,
may be used to aid the clinician’s positioning and manipu-
lation of the neuromodulation assembly 720. For example, a
fluoroscopy system (e.g., mcluding a flat-panel detector,
X-ray, or c-arm) can be rotated to accurately visualize and
identily the target treatment site. In other embodiments, the
treatment site can be determined using IVUS, OCT, and/or
other suitable image mapping modalities that can correlate
the target treatment site with an identifiable anatomical
structure (e.g., a spinal feature) and/or a radiopaque ruler
(e.g., positioned under or on the patient) before delivering
the neuromodulation assembly 720. Further, in some
embodiments, 1image guidance components (e.g., IVUS,
OCT) may be integrated with the neuromodulation catheter
702 and/or run 1n parallel with the neuromodulation catheter
702 to provide image guidance during positioning oi the
neuromodulation assembly 720. For example, image guid-
ance components (e.g., IVUS or OCT) can be coupled to the
neuromodulation assembly 720 to provide three-dimen-
sional 1mages of the vasculature proximate the target site to
facilitate positioning or deploying the multi-electrode
assembly within the target renal blood vessel.

Energy from the electrodes 724 (FIG. 7) and/or other
energy delivery elements may then be applied to target tissue
to 1nduce one or more desired neuromodulating effects on
localized regions of the renal artery RA and adjacent regions
of the renal plexus RP, which lay intimately within, adjacent
to, or 1n close proximity to the adventitia of the renal artery
RA. The purposetul application of the energy may achieve
neuromodulation along all or at least a portion of the renal
plexus RP. The neuromodulating effects are generally a
function of, at least 1n part, power, time, contact between the
energy delivery elements and the vessel wall, and blood tlow
through the wvessel. The neuromodulating effects may
include denervation, thermal ablation, and/or non-ablative
thermal alteration or damage (e.g., via sustained heating
and/or resistive heating). Desired thermal heating efiects
may include raising the temperature of target neural fibers
above a desired threshold to achieve non-ablative thermal
alteration, or above a higher temperature to achieve ablative
thermal alteration. For example, the target temperature may
be above body temperature (e.g., approximately 37° C.) but
less than about 45° C. for non-ablative thermal alteration, or
the target temperature may be about 45° C. or higher for the
ablative thermal alteration. Desired non-thermal neuro-
modulation eflects may include altering the electrical signals
transmitted 1n a nerve.

Hypothermic eflects may also provide neuromodulation.
For example, a cryotherapeutic applicator may be used to

10

15

20

25

30

35

40

45

50

55

60

65

16

cool tissue at a target site to provide therapeutically-efiective
direct cell injury (e.g., necrosis), vascular injury (e.g., starv-
ing the cell from nutrients by damaging supplying blood
vessels), and sublethal hypothermia with subsequent apop-
tosis. Exposure to cryotherapeutic cooling can cause acute
cell death (e.g., immediately after exposure) and/or delayed
cell death (e.g., during tissue thawing and subsequent hyper-
perfusion). Embodiments of the present technology can
include cooling a structure at or near an mner surface of a
renal artery wall such that proximate (e.g., adjacent) tissue
1s ellectively cooled to a depth where sympathetic renal
nerves reside. For example, the cooling structure 1s cooled to
the extent that 1t causes therapeutically effective, cryogenic
renal-nerve modulation. Sufliciently cooling at least a por-
tion of a sympathetic renal nerve 1s expected to slow or
potentially block conduction of neural signals to produce a
prolonged or permanent reduction i renal sympathetic
activity.

FIG. 9 1s a block diagram illustrating an overview of
devices on which some implementations of the disclosed
technology can operate. The devices can comprise hardware
components of a device 900 for analyzing a user or patient’s
SNS tone and providing a sympathetic risk score. Device
900 can 1nclude, for example, one or more input devices 920
providing 1put to a central processing unit (“CPU”"; pro-
cessor) 910, notitying the CPU 910 of actions. The actions
are typically mediated by a hardware controller that inter-
prets the signals received from the mput device and com-
municates the information to the CPU 910 using a commu-
nication protocol. The iput devices 920 include, for
example, a recerver for receiving signals from a monitoring
device (e.g., the detectors 102, 302 described with reference
to FIGS. 1-3B), a mouse, a keyboard, a touchscreen, an
infrared sensor, a touchpad, a wearable input device, a
camera- or image-based mput device, a microphone, and/or
other user iput devices.

The CPU 910 can be a single processing unit or multiple
processing units 1 a device or distributed across multiple
devices. CPU 910 can be coupled to other hardware devices,
for example, with the use of a bus, such as a PCI bus or SCSI
bus. The CPU 910 can communicate with a hardware
controller for devices, such as for a display 930. The display
930 can be used to display text and graphics. In some
examples, the display 930 provides graphical and textual
visual feedback to a user, such as a patient’s sympathetic risk
score, a summary of indices detected by a detector coupled
to the device 900, and/or other suitable information. In some
implementations, the display 930 includes the input device
as part of the display, such as when the mput device 1s a
touchscreen or 1s equipped with an eye direction monitoring
system. In some implementations, the display 930 1s sepa-
rate from the mput device 920. Examples of display devices
are: an LCD display screen, an LED display screen, a
projected, holographic, or augmented reality display (such
as a heads-up display device or a head-mounted device), and
so on. Other /O devices 940 can also be coupled to the
processor, such as a network card, video card, audio card,
USB, FireWire or other external device, camera, printer,
speakers, CD-ROM drive, DVD dnive, disk drive, or Blu-
Ray device.

In some 1mplementations, the device 900 also includes a
communication device capable of communicating wirelessly
or wire-based with a network node. The communication
device can communicate with another device or a server
through a network using, for example, TCP/IP protocols.
Device 900 can utilize the communication device to distrib-
ute operations across multiple network devices.
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The CPU 910 can have access to a memory 950. A
memory includes one or more of various hardware devices
for volatile and non-volatile storage, and can include both
read-only and writable memory. For example, a memory 950
can 1nclude random access memory (RAM), CPU registers,
read-only memory (ROM), and writable non-volatile
memory, such as flash memory, hard drives, tloppy disks,
CDs, DVDs, magnetic storage devices, tape drives, device
buflers, and so forth. A memory 1s not a propagating signal
divorced from underlying hardware; a memory is thus
non-transitory. The memory 950 can include program
memory 960 for storing programs and soiftware, such as an
operating system 962, an SNS tone analysis program 964,
and other application programs 966. The sympathetic tone
analysis program 964, for example, can include one or more
algorithms for analyzing various 1indices related to a
patient’s SNS tone (e.g., data received from a cardiac
detector), providing a sympathetic tone summary or report,
providing a sympathetic tone score, and/or providing a
recommendation for a specific therapy (e.g., renal denerva-
tion). The memory 950 can also include data memory 970
including recorded data from a cardiac detector, patient data,
algorithms related to sympathetic tone analysis, configura-
tion data, settings, user options or preferences, etc., which
can be provided to the program memory 960 or any element
of the device 900.

Some 1mplementations can be operational with numerous
other general purpose or special purpose computing system
environments or configurations. Examples of well-known
computing systems, environments, and/or configurations
that may be suitable for use with the technology include, but
are not limited to, personal computers, server computers,
handheld or laptop devices, cellular telephones, wearable
clectronics, tablet devices, multiprocessor systems, micro-
processor-based systems, set-top boxes, programmable con-
sumer electronics, network PCs, minicomputers, mainirame
computers, distributed computing environments that include
any of the above systems or devices, or the like.

FIG. 10 1s a block diagram 1llustrating an overview of an
environment 1000 in which some implementations of the
disclosed technology can operate. The environment 1000
can 1nclude one or more client computing devices 1005A-D
(1identified collectively as “client computing devices 1005™),
examples of which can include the device 900 of FIG. 9. The
client computing devices 1005 can operate in a networked
environment using logical connections through a network
1030 to one or more remote computers, such as a server
computing device 1010.

In some implementations, server 1010 can be an edge
server that recerves client requests and coordinates fulfill-
ment of those requests through other servers, such as servers
1020A-C. The server computing devices 1010 and 1020 can
comprise computing systems, such as device 900 (FIG. 9).
Though each server computing device 1010 and 1020 1s
displayed logically as a single server, the server computing
devices 1010 and 1020 can each be a distributed computing
environment encompassing multiple computing devices
located at the same or at geographically disparate physical
locations. In some implementations, each server 1020 cor-
responds to a group of servers.

The client computing devices 1005 and the server com-
puting devices 1010 and 1020 can each act as a server or
client to other server/client devices. The server 1010 can
connect to a database 1015. The servers 1020A-C can each
connect to a corresponding databases 1025A-C. As dis-
cussed above, each server 1020 can correspond to a group of
servers, and each of these servers can share a database or can
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have their own database. The databases 1015 and 1025 can
warchouse (e.g. store) information such as raw indices

related to patient sympathetic tone, other patient informa-
tion, algorithms for deriving indices related of sympathetic
tone, and/or other information necessary for the implemen-
tation of the systems and methods described above with
respect to FIGS. 1-8. Though the databases 1015 and 1025
are displayed logically as single units, the databases 1015
and 1025 can each be a distributed computing environment
encompassing multiple computing devices, can be located
within their corresponding server, or can be located at the
same or at geographically disparate physical locations.

The network 1030 can be a local area network (LAN) or
a wide area network (WAN), but can also be other wired or
wireless networks. The network 1030 may be the Internet or
some other public or private network. The client computing
devices 1005 can be connected to the network 1030 through
a network interface, such as by wired or wireless commu-
nication. While the connections between the server 1010 and
servers 1020 are shown as separate connections, these
connections can be any kind of local, wide area, wired, or
wireless network, including the network 1030 or a separate
public or private network.

[II. RENAL NEUROMODULATION

Renal neuromodulation 1s the partial or complete inca-
pacitation or other eflective disruption of nerves of the
kidneys (e.g., nerves terminating in the kidneys or 1n struc-
tures closely associated with the kidneys). In particular,
renal neuromodulation can include inhibiting, reducing,
and/or blocking neural communication along neural fibers
(e.g., eflerent and/or aflerent neural fibers) of the kidneys.
Such 1ncapacitation can be long-term (e.g., permanent or for
periods of months, years, or decades) or short-term (e.g., for
periods of minutes, hours, days, or weeks). Renal neuro-
modulation 1s expected to contribute to the systemic reduc-
tion of sympathetic tone or drive and/or to benefit at least
some specific organs and/or other bodily structures inner-
vated by sympathetic nerves. Accordingly, renal neuro-
modulation 1s expected to be useful in treating clinical
conditions associated with systemic sympathetic overactiv-
ity or hyperactivity, particularly conditions associated with
central sympathetic overstimulation. For example, renal
neuromodulation 1s expected to eflicaciously treat hyperten-
sion, heart failure, acute myocardial infarction, metabolic
syndrome, sulin resistance, diabetes, left ventricular
hypertrophy, chronic and end stage renal disease, 1nappro-
priate fluid retention in heart failure, cardio-renal syndrome,
polycystic kidney disease, polycystic ovary syndrome,
osteoporosis, erectile dysfunction, and sudden death, among
other conditions.

Renal neuromodulation can be electrically-induced, ther-
mally-induced, chemically-induced, or induced in another
suitable manner or combination of manners at one or more
suitable target sites during a treatment procedure. The target
site can be within or otherwise proximate to a renal lumen
(e.g., a renal artery, a ureter, a renal pelvis, a major renal
calyx, a minor renal calyx, or another suitable structure), and
the treated tissue can include tissue at least proximate to a
wall of the renal lumen. For example, with regard to a renal
artery, a treatment procedure can include modulating nerves
in the renal plexus, which lay intimately within or adjacent
to the adventitia of the renal artery.

Renal neuromodulation can include a cryotherapeutic
treatment modality alone or in combination with another
treatment modality. Cryotherapeutic treatment can include
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cooling tissue at a target site 1n a manner that modulates
neural function. For example, sufliciently cooling at least a
portion of a sympathetic renal nerve can slow or potentially
block conduction of neural signals to produce a prolonged or
permanent reduction in renal sympathetic activity. This
cllect can occur as a result of cryotherapeutic tissue damage,
which can include, for example, direct cell imjury (e.g.,
necrosis), vascular or luminal mjury (e.g., starving cells
from nutrients by damaging supplying blood vessels), and/or
sublethal hypothermia with subsequent apoptosis. Exposure
to cryotherapeutic cooling can cause acute cell death (e.g.,
immediately after exposure) and/or delayed cell death (e.g.,
during tissue thawing and subsequent hyperpertusion). Neu-
romodulation using a cryotherapeutic treatment in accor-
dance with embodiments of the present technology can
include cooling a structure proximate an inner surface of a
body lumen wall such that tissue 1s effectively cooled to a
depth where sympathetic renal nerves reside. For example,
in some embodiments, a cooling assembly of a cryothera-
peutic device can be cooled to the extent that 1t causes
therapeutically-eflective, cryogenic renal neuromodulation.
In other embodiments, a cryotherapeutic treatment modality
can include cooling that 1s not configured to cause neuro-
modulation. For example, the cooling can be at or above
cryogenic temperatures and can be used to control neuro-
modulation via another treatment modality (e.g., to protect
tissue from neuromodulating energy).

Renal neuromodulation can include an electrode-based or
transducer-based treatment modality alone or 1n combina-
tion with another treatment modality. Electrode-based or
transducer-based treatment can include delivering electricity
and/or another form of energy to tissue at a treatment
location to stimulate and/or heat the tissue in a manner that
modulates neural function. For example, sufliciently stimu-
lating and/or heating at least a portion of a sympathetic renal
nerve can slow or potentially block conduction of neural
signals to produce a prolonged or permanent reduction 1n
renal sympathetic activity. A variety of suitable types of
energy can be used to stimulate and/or heat tissue at a
treatment location. For example, neuromodulation 1n accor-
dance with embodiments of the present technology can
include delivering RF energy, pulsed electrical energy,
microwave energy, optical energy, focused ultrasound
energy (e.g., high-intensity focused ultrasound energy), or
another suitable type of energy alone or in combination. An
clectrode or transducer used to deliver this energy can be
used alone or with other electrodes or transducers in a
multi-electrode or multi-transducer array. Furthermore, the
energy can be applied from within the body (e.g., within the
vasculature or other body lumens in a catheter-based
approach) and/or from outside the body (e.g., via an appli-
cator positioned outside the body). Furthermore, energy can
be used to reduce damage to non-targeted tissue when
targeted tissue adjacent to the non-targeted tissue 1s sub-
jected to neuromodulating cooling.

Neuromodulation using focused ultrasound energy (e.g.,
high-intensity focused ultrasound energy) can be beneficial
relative to neuromodulation using other treatment modali-
ties. Focused ultrasound 1s an example of a transducer-based
treatment modality that can be delivered from outside the
body. Focused ultrasound treatment can be performed in
close association with 1maging (e.g., magnetic resonance,
computed tomography, tluoroscopy, ultrasound (e.g., intra-
vascular or intraluminal), optical coherence tomography, or
another suitable 1imaging modality). For example, imaging
can be used to 1dentily an anatomical position of a treatment
location (e.g., as a set of coordinates relative to a reference
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point). The coordinates can then entered into a focused
ultrasound device configured to change the power, angle,
phase, or other suitable parameters to generate an ultrasound
focal zone at the location corresponding to the coordinates.
The focal zone can be small enough to localize therapeuti-
cally-eflective heating at the treatment location while par-
tially or fully avoiding potentially harmiul disruption of
nearby structures. To generate the focal zone, the ultrasound
device can be configured to pass ultrasound energy through
a lens, and/or the ultrasound energy can be generated by a
curved transducer or by multiple transducers in a phased
array (curved or straight).

Heating effects of electrode-based or transducer-based
treatment can include ablation and/or non-ablative alteration
or damage (e.g., via sustained heating and/or resistive heat-
ing). For example, a treatment procedure can include raising
the temperature of target neural fibers to a target temperature
above a first threshold to achieve non-ablative alteration, or
above a second, higher threshold to achieve ablation. The
target temperature can be higher than about body tempera-
ture (e.g., about 37° C.) but less than about 45° C. for
non-ablative alteration, and the target temperature can be
higher than about 45° C. for ablation. Heating tissue to a
temperature between about body temperature and about 45°
C. can induce non-ablative alteration, for example, via
moderate heating of target neural fibers or of vascular or
luminal structures that perfuse the target neural fibers. In
cases where vascular structures are aflected, the target neural
fibers can be denied perfusion resulting in necrosis of the
neural tissue. Heating tissue to a target temperature higher
than about 45° C. (e.g., higher than about 60° C.) can induce
ablation, for example, via substantial heating of target neural
fibers or of vascular or luminal structures that perfuse the
target fibers. In some patients, it can be desirable to heat
tissue to temperatures that are sutlicient to ablate the target
neural fibers or the vascular or luminal structures, but that
are less than about 90° C. (e.g., less than about 85° C., less
than about 80° C., or less than about 75° C.).

Renal neuromodulation can include a chemical-based
treatment modality alone or in combination with another
treatment modality. Neuromodulation using chemical-based
treatment can include delivering one or more chemicals
(e.g., drugs or other agents) to tissue at a treatment location
in a manner that modulates neural function. The chemical,
for example, can be selected to aflect the treatment location
generally or to selectively affect some structures at the
treatment location over other structures. The chemical, for
example, can be guanethidine, ethanol, phenol, a neurotoxin,
or another suitable agent selected to alter, damage, or disrupt
nerves. A variety ol suitable techniques can be used to
deliver chemicals to tissue at a treatment location. For
example, chemicals can be delivered via one or more
needles originating outside the body or within the vascula-
ture or other body lumens. In an itravascular example, a
catheter can be used to intravascularly position a therapeutic
clement including a plurality of needles (e.g., micro-
needles) that can be retracted or otherwise blocked prior to
deployment. In other embodiments, a chemical can be
introduced into tissue at a treatment location via simple
diffusion through a body lumen wall, electrophoresis, or
another suitable mechanism. Similar techniques can be used
to introduce chemicals that are not configured to cause
neuromodulation, but rather to facilitate neuromodulation
via another treatment modality.

IV. RELATED ANATOMY AND PHYSIOLOGY

As noted previously, the sympathetic nervous system
(SNS) 1s a branch of the autonomic nervous system along
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with the enteric nervous system and parasympathetic ner-
vous system. It 1s always active at a basal level (called
sympathetic tone) and becomes more active during times of
stress. Like other parts of the nervous system, the sympa-
thetic nervous system operates through a series of 1intercon-
nected neurons. Sympathetic neurons are frequently consid-
ered part of the peripheral nervous system (PNS), although
many lie within the central nervous system (CNS). Sympa-
thetic neurons of the spinal cord (which 1s part of the CNS)
communicate with peripheral sympathetic neurons via a
series of sympathetic ganglia. Within the ganglia, spinal
cord sympathetic neurons join peripheral sympathetic neu-
rons through synapses. Spinal cord sympathetic neurons are
therefore called presynaptic (or preganglionic) neurons,
while peripheral sympathetic neurons are called postsynap-
tic (or postganglionic) neurons.

At synapses within the sympathetic ganglia, pregangli-
onic sympathetic neurons release acetylcholine, a chemical
messenger that binds and activates nicotinic acetylcholine
receptors on postganglionic neurons. In response to this
stimulus, postganglionic neurons principally release nora-
drenaline (norepinephrine). Prolonged activation may elicit
the release of adrenaline from the adrenal medulla.

Once released, norepinephrine and epinephrine bind
adrenergic receptors on peripheral tissues. Binding to adren-
ergic receptors causes a neuronal and hormonal response.
The physiologic manifestations include pupil dilation,
increased heart rate, occasional vomiting, and increased
blood pressure. Increased sweating 1s also seen due to
binding of cholinergic receptors of the sweat glands.

The sympathetic nervous system 1s responsible for up-
and down-regulating many homeostatic mechanisms 1n liv-
ing organisms. Fibers from the SNS innervate tissues 1n
almost every organ system, providing at least some regula-
tory function to physiological features as diverse as pupil
diameter, gut motility, and urinary output. This response 1s
also known as sympatho-adrenal response of the body, as the
preganglionic sympathetic fibers that end in the adrenal
medulla (but also all other sympathetic fibers) secrete ace-
tylcholine, which activates the secretion of adrenaline (epi-
nephrine) and to a lesser extent noradrenaline (norepineph-
rine). Therefore, this response that acts primarily on the
cardiovascular system 1s mediated directly via impulses
transmitted through the sympathetic nervous system and
indirectly via catecholamines secreted from the adrenal
medulla.

Science typically looks at the SNS as an automatic
regulation system, that 1s, one that operates without the
intervention of conscious thought. Some evolutionary theo-
rists suggest that the sympathetic nervous system operated in
carly organisms to maintain survival as the sympathetic
nervous system 1s responsible for priming the body for
action. One example of this priming 1s 1 the moments
before waking, in which sympathetic outflow spontaneously
increases in preparation for action.

1. The Sympathetic Chain

As shown m FIG. 11, the SNS provides a network of
nerves that allows the brain to communicate with the body.
Sympathetic nerves originate inside the vertebral column,
toward the middle of the spinal cord 1n the intermediolateral
cell column (or lateral hom), beginning at the first thoracic
segment of the spinal cord and are thought to extend to the
second or third lumbar segments. Because 1ts cells begin 1n
the thoracic and lumbar regions of the spinal cord, the SNS
1s said to have a thoracolumbar outflow. Axons of these
nerves leave the spinal cord through the anterior rootlet/root.
They pass near the spinal (sensory) ganglion, where they
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enter the anterior rami of the spinal nerves. However, unlike
somatic innervation, they quickly separate out through white
rami1 connectors which connect to either the paravertebral
(which lie near the vertebral column) or prevertebral (which
lie near the aortic bifurcation) ganglia extending alongside
the spinal column.

In order to reach the target organs and glands, the axons
should travel long distances 1n the body, and, to accomplish
this, many axons relay their message to a second cell
through synaptic transmission. The ends of the axons link
across a space, the synapse, to the dendrites of the second
cell. The first cell (the presynaptic cell) sends a neurotrans-
mitter across the synaptic cleft where 1t activates the second
cell (the postsynaptic cell). The message 1s then carried to
the final destination.

In the SNS and other components of the peripheral
nervous system, these synapses are made at sites called
ganglia, discussed above. The cell that sends 1its fiber is
called a preganglionic cell, while the cell whose fiber leaves
the ganglion 1s called a postganglionic cell. As mentioned
previously, the preganglionic cells of the SNS are located
between the first thoracic (T1) segment and third lumbar
(L3) segments of the spinal cord. Postganglionic cells have
their cell bodies 1n the ganglia and send their axons to target
organs or glands.

The ganglia mclude not just the sympathetic trunks but
also the cervical ganglia (superior, middle and inferior),
which sends sympathetic nerve fibers to the head and thorax
organs, and the celiac and mesenteric ganglia (which send
sympathetic fibers to the gut).

2. Innervation of the Kidneys

As FIG. 12 shows, the kidney 1s mnervated by the renal
plexus (RP), which 1s intimately associated with the renal
artery. The renal plexus (RP) 1s an autonomic plexus that
surrounds the renal artery and 1s embedded within the
adventitia of the renal artery. The renal plexus (RP) extends
along the renal artery until it arrives at the substance of the
kidney. Fibers contributing to the renal plexus (RP) arise
from the celiac ganglion, the superior mesenteric ganglion,
the aorticorenal ganglion and the aortic plexus. The renal
plexus (RP), also referred to as the renal nerve, 1s predomi-
nantly comprised of sympathetic components. There 1s no
(or at least very mimimal) parasympathetic innervation of the
kidney.

Preganglionic neuronal cell bodies are located in the
intermediolateral cell column of the spinal cord. Pregangli-
onic axons pass through the paravertebral ganglia (they do
not synapse) to become the lesser splanchnic nerve, the least
splanchnic nerve, first lumbar splanchnic nerve, second
lumbar splanchnic nerve, and travel to the celiac ganglion,
the superior mesenteric ganglion, and the aorticorenal gan-
glion. Postganglionic neuronal cell bodies exit the celiac
ganglion, the superior mesenteric ganglion, and the aortico-
renal ganglion to the renal plexus (RP) and are distributed to
the renal vasculature.

3. Renal Sympathetic Neural Activity

Messages travel through the SNS 1n a bidirectional flow.
Efferent messages may trigger changes in different parts of
the body simultaneously. For example, the sympathetic
nervous system may accelerate heart rate; widen bronchial
passages; decrease motility (movement) of the large intes-
tine; constrict blood vessels; increase peristalsis 1n the
esophagus; cause pupil dilation, piloerection (goose bumps)
and perspiration (sweating); and raise blood pressure. Afler-
ent messages carry signals from various organs and sensory
receptors 1n the body to other organs and, particularly, the
brain.
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Hypertension, heart failure and chronic kidney disease are
a few ol many disease states that result from chronic
activation of the SNS, especially the renal sympathetic
nervous system. Chronic activation of the SNS 1s a mal-
adaptive response that drives the progression of these dis-
case states. Pharmaceutical management of the remin-angio-
tensin-aldosterone system (RAAS) has been a longstanding,
but somewhat meflective, approach for reducing over-activ-
ity of the SNS.

As mentioned above, the renal sympathetic nervous sys-
tem has been 1dentified as a major contributor to the complex
pathophysiology of hypertension, states of volume overload
(such as heart failure), and progressive renal disease, both
experimentally and 1n humans. Studies employing
radiotracer dilution methodology to measure overtlow of
norepinephrine from the kidneys to plasma revealed
increased renal norepinephrine (NE) spillover rates 1in
patients with essential hypertensmn particularly so 1n young
hypertensive subjects, which 1n concert with increased NE
spillover from the heart, 1s consistent with the hemodynamic
profile typically seen 1n early hypertension and characterized
by an 1ncreased heart rate, cardiac output, and renovascular
resistance. It 1s now known that essential hypertension 1s
commonly neurogenic, often accompanied by pronounced
sympathetic nervous system overactivity.

Activation of cardiorenal sympathetic nerve activity 1s
even more pronounced 1n heart failure, as demonstrated by
an exaggerated increase of NE overflow from the heart and
the kidneys to plasma 1n this patient group. In line with this
notion 1s the recent demonstration of a strong negative
predictive value of renal sympathetic activation on all-cause
mortality and heart transplantation 1n patients with conges-
tive heart failure, which 1s independent of overall sympa-
thetic activity, glomerular filtration rate, and leit ventricular
gjection fraction. These findings support the notion that
treatment regimens that are designed to reduce renal sym-
pathetic stimulation have the potential to improve survival in
patients with heart failure.

Both chronic and end stage renal disease are characterized
by heightened sympathetic nervous activation. In patients
with end stage renal disease, plasma levels of norepineph-
rine above the median have been demonstrated to be pre-
dictive for both all-cause death and death from cardiovas-
cular disease. This 1s also true for patients suili

ering from
diabetic or contrast nephropathy. There 1s compelling evi-
dence suggesting that sensory aflerent signals originating
from the diseased kidneys are major contributors to initiat-
ing and sustaining elevated central sympathetic outiflow 1n
this patient group; this facilitates the occurrence of the well
known adverse consequences of chronic sympathetic over
activity, such as hypertension, left ventricular hypertrophy,
ventricular arrhythmias, sudden cardiac death, insulin resis-
tance, diabetes, and metabolic syndrome.
(1) Renal Sympathetic Efferent Activity

Sympathetic nerves to the kidneys terminate 1n the blood
vessels, the juxtaglomerular apparatus and the renal tubules.
Stimulation of the renal sympathetic nerves causes increased
renin release, increased sodium (Na™) reabsorption, and a
reduction of renal blood flow. These components of the
neural regulation of renal function are considerably stimu-
lated 1n disease states characterized by heightened sympa-
thetic tone and clearly contribute to the rise in blood pressure
in hypertensive patients. The reduction of renal blood tlow
and glomerular filtration rate as a result of renal sympathetic
cllerent stimulation 1s likely a cornerstone of the loss of
renal function in cardio-renal syndrome, which 1s renal
dysfunction as a progressive complication of chronic heart
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failure, with a clinical course that typically fluctuates with
the patient’s clinical status and treatment. Pharmacologic
strategies to thwart the consequences of renal efferent sym-
pathetic stimulation 1nclude centrally acting sympatholytic
drugs, beta blockers (intended to reduce remin release),
angiotensin converting enzyme inhibitors and receptor
blockers (intended to block the action of angiotensin 11 and
aldosterone activation consequent to renin release) and
diuretics (1intended to counter the renal sympathetic medi-
ated sodium and water retention). However, the current
pharmacologic strategies have significant limitations includ-
ing limited eflicacy, compliance issues, side eflects and
others.
(11) Renal Sensory Afferent Nerve Activity

The kidneys communicate with integral structures in the
central nervous system via renal sensory aflerent nerves.
Several forms of “renal mjury” may induce activation of
sensory aflerent signals. For example, renal ischemia, reduc-
tion 1n stroke volume or renal blood flow, or an abundance
of adenosine enzyme may trigger activation of afl

erent

neural communication. As shown 1n FIGS. 13 and 14, this
aflerent communication might be from the kidney to the
brain or might be from one kidney to the other kidney (via
the central nervous system). These aflerent signals are
centrally integrated and may result in increased sympathetic
outtlow. This sympathetic drive 1s directed towards the
kidneys, thereby activating the RAAS and 1inducing
increased renin secretion, sodium retention, volume reten-
tion and vasoconstriction. Central sympathetic over activity
also 1mpacts other organs and bodily structures innervated
by sympathetic nerves such as the heart and the peripheral
vasculature, resulting in the described adverse eflects of
sympathetic activation, several aspects of which also con-
tribute to the rise 1n blood pressure.

The physiology therefore suggests that (1) modulation of
tissue with efferent sympathetic nerves will reduce 1nappro-
priate renin release, salt retention, and reduction of renal
blood flow, and that (11) modulation of tissue with aifl

erent
sensory nerves will reduce the systemic contribution to
hypertension and other disease states associated with
increased central sympathetic tone through its direct eflect
on the posterior hypothalamus as well as the contralateral
kidney. In addition to the central hypotensive eflects of
aflerent renal denervation, a desirable reduction of central
sympathetic outtlow to various other sympathetically inner-
vated organs such as the heart and the vasculature 1s antici-
pated.
B. Additional Clinical Benefits of Renal Denervation

As provided above, renal denervation i1s likely to be
valuable in the treatment of several clinical conditions
characterized by increased overall and particularly renal
sympathetic activity such as hypertension, metabolic syn-
drome, 1nsulin resistance, diabetes, left ventricular hyper-
trophy, chronic end stage renal disease, tnappropriate fluid
retention 1n heart failure, cardio-renal syndrome, and sudden
death. Since the reduction of afferent neural signals contrib-
utes to the systemic reduction of sympathetic tone/drive,
renal denervation might also be useful 1n treating other
conditions associated with systemic sympathetic hyperac-
tivity. Accordingly, renal denervation may also benefit other
organs and bodily structures innervated by sympathetic
nerves, including those i1dentified in FIG. 11. For example,
as previously discussed, a reduction 1n central sympathetic
drive may reduce the insulin resistance that afllicts people
with metabolic syndrome and Type II diabetics. Addition-
ally, patients with osteoporosis are also sympathetically




US 11,707,220 B2

25

activated and might also benefit from the down regulation of
sympathetic drive that accompanies renal denervation.
C. Achieving Intravascular Access to the Renal Artery

In accordance with the present technology, neuromodu-
lation of a left and/or right renal plexus (RP), which 1is
intimately associated with a left and/or right renal artery,
may be achieved through intravascular access. As FIG. 15
shows, blood moved by contractions of the heart 1s conveyed
from the left ventricle of the heart by the aorta. The aorta
descends through the thorax and branches into the left and
right renal arteries. Below the renal arteries, the aorta
biturcates at the left and right iliac arteries. The left and right
1liac arteries descend, respectively, through the left and right
legs and jo1n the left and right femoral arteries.

As FIG. 16 shows, the blood collects 1n veins and returns
to the heart, through the femoral veins into the iliac veins
and mto the inferior vena cava. The inferior vena cava
branches into the left and right renal veins. Above the renal
veins, the inferior vena cava ascends to convey blood 1nto
the right atrium of the heart. From the right atrrum, the blood
1s pumped through the right ventricle into the lungs, where
it 1s oxygenated. From the lungs, the oxygenated blood 1is
conveyed ito the left atrium. From the left atrium, the
oxygenated blood 1s conveyed by the left ventricle back to
the aorta.

As will be described in greater detail later, the femoral
artery may be accessed and cannulated at the base of the
temoral triangle just inferior to the midpoint of the inguinal
ligament. A catheter may be inserted percutaneously into the
femoral artery through this access site, passed through the
iliac artery and aorta, and placed into either the left or right
renal artery. This comprises an intravascular path that offers
mimmally invasive access to a respective renal artery and/or
other renal blood vessels.

The wrist, upper arm, and shoulder region provide other
locations for introduction of catheters into the arterial sys-
tem. For example, catheterization of either the radial, bra-
chual, or axillary artery may be utilized in select cases.
Catheters 1introduced via these access points may be passed
through the subclavian artery on the left side (or via the
subclavian and brachiocephalic arteries on the right side),
through the aortic arch, down the descending aorta and into
the renal arteries using standard angiographic technique.
D. Properties and Characteristics of the Renal Vasculature

Since neuromodulation of a left and/or right renal plexus
(RP) may be achieved in accordance with the present
technology through intravascular access, properties and
characteristics of the renal vasculature may impose con-
straints upon and/or inform the design of apparatus, systems,
and methods for achieving such renal neuromodulation.
Some of these properties and characteristics may vary across
the patient population and/or within a specific patient across
time, as well as 1n response to disease states, such as
hypertension, chronic kidney disease, vascular disease, end-
stage renal disease, insulin resistance, diabetes, metabolic
syndrome, etc. These properties and characteristics, as
explained herein, may have bearing on the etlicacy of the
procedure and the specific design of the intravascular device.
Properties of interest may include, for example, material/
mechanical, spatial, fluid dynamic/hemodynamic and/or
thermodynamic properties.

As discussed previously, a catheter may be advanced
percutaneously into either the left or right renal artery via a
mimmally mvasive intravascular path. However, minimally
invasive renal arterial access may be challenging, for
example, because as compared to some other arteries that are
routinely accessed using catheters, the renal arteries are
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often extremely tortuous, may be of relatively small diam-
cter, and/or may be of relatively short length. Furthermore,
renal arterial atherosclerosis 1s common 1n many patients,
particularly those with cardiovascular disease. Renal arterial
anatomy also may vary significantly from patient to patient,
which further complicates minimally 1nvasive access. Sig-
nificant inter-patient variation may be seen, for example, in
relative tortuosity, diameter, length, and/or atherosclerotic
plaque burden, as well as 1n the take-off angle at which a
renal artery branches from the aorta. Apparatus, systems and
methods for achieving renal neuromodulation via intravas-
cular access should account for these and other aspects of
renal arterial anatomy and 1ts variation across the patient
population when minmimally invasively accessing a renal
artery.

In addition to complicating renal arterial access, specifics
of the renal anatomy also complicate establishment of stable
contact between neuromodulatory apparatus and a luminal
surface or wall of a renal artery. For example, navigation can
be impeded by the tight space within a renal artery, as well
as tortuosity of the artery. Furthermore, establishing consis-
tent contact 1s complicated by patient movement, respira-
tion, and/or the cardiac cycle because these factors may
cause significant movement of the renal artery relative to the
aorta, and the cardiac cycle may transiently distend the renal
artery (1.e. cause the wall of the artery to pulse).

Even after accessing a renal artery and facilitating stable
contact between neuromodulatory apparatus and a luminal
surface of the artery, nerves in and around the adventia of the
artery should be safely modulated via the neuromodulatory
apparatus. Effectively applying thermal treatment from
within a renal artery 1s non-trivial given the potential clinical
complications associated with such treatment. For example,
the intima and media of the renal artery are highly vulner-
able to thermal 1njury. As discussed 1n greater detail below,
the mmtima-media thickness separating the vessel lumen from
its adventitia means that target renal nerves may be multiple
millimeters distant from the luminal surface of the artery.
Suflicient energy should be delivered to or heat removed
from the target renal nerves to modulate the target renal
nerves without excessively cooling or heating the vessel
wall to the extent that the wall 1s frozen, desiccated, or
otherwise potentially affected to an undesirable extent. A
potential clinical complication associated with excessive
heating 1s thrombus formation from coagulating blood tlow-
ing through the artery. Given that this thrombus may cause
a kidney 1nfarct, thereby causing irreversible damage to the
kidney, thermal treatment from within the renal artery
should be applied carefully. Accordingly, the complex tfluid
mechanics and thermodynamic conditions present in the
renal artery during treatment, particularly those that may
impact heat transfer dynamics at the treatment site, may be
important 1n applying energy (e.g., heating thermal energy)
and/or removing heat from the tissue (e.g., cooling thermal
conditions) from within the renal artery.

The neuromodulatory apparatus should also be configured
to allow for adjustable positioning and repositioning of the
energy delivery element within the renal artery since loca-
tion of treatment may also impact clinical eflicacy. For
example, it may be tempting to apply a full circumierential
treatment from within the renal artery given that the renal
nerves may be spaced circumierentially around a renal
artery. In some situations, a full-circle lesion likely resulting
from a continuous circumierential treatment may be poten-
tially related to renal artery stenosis. Therefore, the forma-
tion of more complex lesions along a longitudinal dimension
of the renal artery and/or repositioning of the neuromodu-
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latory apparatus to multiple treatment locations may be
desirable. It should be noted, however, that a benefit of

creating a circumierential ablation may outweigh the poten-
t1al of renal artery stenosis or the risk may be mitigated with
certain embodiments or 1n certain patients and creating a
circumierential ablation could be a goal. Additionally, vari-
able positioning and repositioning of the neuromodulatory
apparatus may prove to be useful 1n circumstances where the
renal artery 1s particularly tortuous or where there are
proximal branch vessels oil the renal artery main vessel,
making treatment 1n certain locations challenging. Manipu-
lation of a device i a renal artery should also consider
mechanical injury imposed by the device on the renal artery.
Motion of a device 1n an artery, for example by inserting,
manipulating, negotiating bends and so forth, may contrib-
ute to dissection, perforation, denuding intima, or disrupting,
the interior elastic lamina.

V. ADDITIONAL EXAMPLES

1. Amethod performed by a computing device for evaluating
sympathetic nervous system (SNS) tone ol a patient, the
method comprising:

receiving, at a processor, sensed data from a detector during,
a monitoring period, wherein the detector 1s coupled to the
patient and configured to detect cardiac measurements of the
patient related to SNS tone, wherein the cardiac measure-
ments include heart rate, and wherein the processor 1s
wirelessly coupled to the detector;

determining, at the processor, derived idices indicative of
SNS tone, wherein the derived indices are derived using at
least some of the cardiac measurements received from the
detector:

determining, at the processor, an SNS risk score based on a
plurality of indices including at least some of the cardiac
measurements received from the detector and the derived
indices:

displaying, on a user interface coupled to the processor, the
SNS risk score to a user;

comparing, via the processor, the SNS risk score to a
threshold SNS score indicative of elevated SNS tone suit-
able for renal neuromodulation therapy; and

providing, via the user interface, a recommendation of
whether to proceed with renal neuromodulation therapy
based on the comparison between the SNS risk score and the
threshold SNS score.

2. The method of example 1 wherein receiving the sensed
data comprises receiving daytime heart rate, mghttime heart
rate, blood pressure, posture, and activity level.

3. The method of example 2 wherein determining the
plurality of derived indices comprises determining sleep
quality based on nighttime heart rate, activity level, posture,
and blood pressure.

4. The method of any one of examples 1-3 wherein receiving
the sensed data comprises recerving activity level, posture,
arrhythmia information, impedance, and blood pressure.

5. The method of any one of examples 1-4 wherein deter-
mimng the plurality of derived indices comprises determin-
ing heart rate variability, day-night heart rate diflerence,
impedance variability, atrial tachyarrhythmia-atrial fibrilla-
tion (“AT-AF”") burden, sleep quality, and blood pressure
variability.

6. The method of any one of examples 1-5, further com-
prising receiving, at the processor, a plurality of externally-
measured indices separate from the sensed data, wherein the
externally-measured indices comprise at least one of weight,
body mass index, or age.
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7. The method of any one of examples 1-6 wherein deter-
mining the SNS risk score comprises weighting the plurality
of different indices differently based on association with
SNS tone.

8. The method of any one of examples 1-7 wherein deter-
mining the SNS risk score based on the plurality of indices
comprises determining the SNS score based on sensed data
from the detector, the derived indices, and a plurality of
externally-measured indices separate from the sensed data.
9. The method of any one of examples 1-8 wherein deter-
mining the SNS risk score comprises providing the SNS risk
score based on an empirical predictive model.

10. The method of any one of examples 1-8 wherein
determining the SNS risk score comprises providing the
SNS risk score based on a Bayesian predictive model.

11. The method of any one of examples 1-8 wherein
determining the SNS risk score comprises providing the
SNS risk score based on a multivaniate predictive model.
12. The method of any one of examples 1-11 wherein the
monitoring period 1s at least 24 hours, and wherein the
method further comprises:

sensing data, via the detector, for at least 24 hours,
wherein receiving the sensed data from the detector com-
prises recerving the sensed data throughout the monitoring
period.

13. The method of any one of examples 1-12 wherein
displaying the SNS risk score comprises displaying the SNS
risk score on a tablet computer.

14. The method of any one of examples 1-13 wherein
providing the recommendation of whether to proceed with
renal neuromodulation therapy based on the SNS risk score
comprises recommending renal neuromodulation therapy
when the SNS risk score 1s above the threshold SNS score
indicative of high SNS tone.

15. The method of any one of examples 1-14 wherein the
SNS risk score 1s a first SNS risk score, and wherein the
method further comprises:

receiving, at the processor, sensed data from the detector
alter the patient has undergone renal neuromodulation
therapy;

determining, at the processor, a second SNS risk score based
on a plurality of indices received or derived aifter renal
neuromodulation therapy;

displaying, on the user interface, the second SNS risk score
to the user; and

comparing, via the processor, the first SNS risk score to the
second SNS risk score to determine whether renal neuro-
modulation therapy was eflective for the patient.

16. A method of assessing sympathetic nervous system
(SNS) tone of a human patient, the method comprising:
measuring cardiac data with a detector for a monitoring
period, wherein the detector 1s attached to and/or implanted
in the human patient;

analyzing the cardiac data to determine an SNS tone 1ndi-
cator,

determining whether the SNS tone indicator 1s indicative of
an clevated SNS tone of the human patient; and

when the SNS tone 1s elevated, performing neuromodulation
therapy on the human patient to treat hypertension.

1’7. A method of assessing sympathetic nervous system
(SNS) tone of a human patient, the method comprising:
determining a pre-therapy SNS tone indicator;

applying neuromodulation therapy on the human patient to
treat hypertension;

determining a post-therapy SNS tone indicator;
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comparing the pre-therapy SNS tone indicator and the
post-therapy SNS tone indicator to determine 1f there has
been a change between the pre- and post-therapy SNS tone
indicators;

when there 1s no change between the pre- and post-therapy
SNS tone indicators, applying neuromodulation therapy on
the human patient to treat hypertension.

18. The method of example 17, further comprising deter-
mimng a post-therapy activity indicator.

19. The method of example 18, further comprising deter-

mimng a post-therapy arrhythmia detector.

20. A non-transitory computer readable memory storing
instructions that, when executed by a processor of a com-
puting device, cause the computing device to perform opera-
tions for evaluating sympathetic nervous system (SNS) tone
of a human patient, the operations comprising;:

receiving sensed data from a detector during a monitoring,
period, wherein the detector 1s coupled to the patient and
configured to detect cardiac measurements of the patient
related to SNS tone, wherein the cardiac measurements
include heart rate, and wherein the processor 1s wirelessly
coupled to the detector;

determining, via the processor, derived indices indicative of
SNS tone, wherein the derived indices are derived using at
least some of the cardiac measurements received from the
detector:

determining, via the processor, an SNS risk score based on
a plurality of indices, wherein the plurality of indices include
the derived indices:

displaying, on a user interface, the SNS risk score to a user;
comparing the SNS risk score to a threshold SNS score
indicative of elevated SNS tone suitable for renal neuro-

modulation therapy; and
providing, via the user interface, a recommendation of

whether to proceed with renal neuromodulation therapy
based on the comparison between the SNS risk score and the

threshold SNS score.
21. A system for evaluating sympathetic nervous system

(SNS) tone of a human patient, the system comprising:

a detector configured to measure cardiac data and/or other
detectable parameters of the patient, wherein the cardiac
measurements include heart rate; and

a recerver conligured to recerve the cardiac data detected by
the detector and transmit the cardiac data to a computing
device having a memory and a processor, wherein the
memory stores instructions that, when executed by the
processor, cause the system to perform operations compris-
ng:

determining, via the processor, dertved indices indicative of
SNS tone, wherein the derived indices are derived using at
least some of the measured cardiac data received from the
detector:

determining, via the processor, an SNS risk score based on
a plurality of indices, wherein the plurality of indices include
the derived 1ndices:

displaying, on a user interface coupled to the processor, the
SNS risk score to a clinician;

comparing, via the processor, the SNS risk score to a
threshold SNS score indicative of elevated SNS tone suit-
able for renal neuromodulation therapy; and

providing, via the user interface, a recommendation of
whether to proceed with renal neuromodulation therapy
based on the comparison between the SNS risk score and the

threshold SNS score.

VI. CONCLUSION

This disclosure 1s not intended to be exhaustive or to limit
the present technology to the precise forms disclosed herein.
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Although specific embodiments are disclosed herein for
illustrative purposes, various equivalent modifications are
possible without deviating from the present technology, as
those of ordinary skill in the relevant art will recognize. In
some cases, well-known structures and functions have not
been shown and/or described 1n detail to avoid unnecessarily
obscuring the description of the embodiments of the present
technology. Although steps of methods may be presented
herein 1n a particular order, in alternative embodiments the
steps may have another suitable order. Similarly, certain
aspects of the present technology disclosed in the context of
particular embodiments can be combined or eliminated in
other embodiments. Furthermore, while advantages associ-
ated with certain embodiments may have been disclosed 1n
the context of those embodiments, other embodiments can
also exhibit such advantages, and not all embodiments need
necessarlly exhibit such advantages or other advantages
disclosed heremn to fall within the scope of the present
technology. Accordingly, this disclosure and associated
technology can encompass other embodiments not expressly
shown and/or described herein.

Several implementations of the disclosed technology are
described above 1n reference to the figures. The computing
devices on which the described technology may be imple-
mented can mclude one or more central processing units,
memory, input devices (e.g., keyboard and pointing
devices), output devices (e.g., display devices), storage
devices (e.g., disk drives), and network devices (e.g., net-
work 1nterfaces). The memory and storage devices are
computer-readable storage media that can store instructions
that implement at least portions of the described technology.
In addition, the data structures and message structures can be
stored or transmitted via a data transmission medium, such
as a signal on a communications link. Various communica-
tions links can be used, such as the Internet, a local area
network, a wide area network, or a point-to-point dial-up
connection. Thus, computer-readable media can comprise
computer-readable storage media (e.g., “non-transitory”
media) and computer-readable transmission media.

Throughout this disclosure, the singular terms *“a,” “an,
and “the” include plural referents unless the context clearly
indicates otherwise. Similarly, unless the word “or” 1is
expressly limited to mean only a single 1tem exclusive from
the other items 1n reference to a list of two or more items,
then the use of “or” in such a list 1s to be terpreted as
including (a) any single item in the list, (b) all of the 1tems
in the list, or (¢) any combination of the items 1n the list.
Additionally, the terms “comprising” and the like are used
throughout this disclosure to mean including at least the
recited feature(s) such that any greater number of the same
teature(s) and/or one or more additional types of features are
not precluded. Directional terms, such as “upper,” “lower,”
“front,” “back,” “vertical.” and “horizontal,” may be used
herein to express and clarily the relationship between vari-
ous elements. It should be understood that such terms do not

denote absolute orientation. Reference herein to ‘“one
embodiment,” *

2

an embodiment,” or similar formulations
means that a particular feature, structure, operation, or
characteristic described 1n connection with the embodiment
can be mcluded in at least one embodiment of the present
technology. Thus, the appearances of such phrases or for-
mulations herein are not necessarily all referring to the same
embodiment. Furthermore, various particular features, struc-
tures, operations, or characteristics may be combined in any
suitable manner 1n one or more embodiments.
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We claim:

1. A method of evaluating effectiveness of neuromodula-
tion therapy on a patient, the method comprising;

determining, by a processor, a plurality of sympathetic

nervous system (SNS) tone indicators based on a
plurality of cardiac measurements;
determining, by the processor, that an abnormality 1s
present within the plurality of SNS tone indicators;

correcting, by the processor and based on the determina-
tion that the abnormality 1s present, the abnormality
within the plurality of SNS tone indicators;

determining, by the processor, whether an SNS tone of the
patient 1s elevated based on a comparison between an
SNS tone indicator of the plurality of SNS tone indi-
cators and a corresponding threshold; and

determining, by the processor, that neuromodulation
therapy 1s effective on the patient when the SNS tone of
the patient 1s elevated.

2. The method of claim 1, wherein correcting the abnor-
mality within the plurality of SNS tone indicators includes
removing, by the processor, one or more irregular or skewed
SNS tone indicators of the plurality of SNS tone 1ndicators.

3. The method of claim 1, further comprising;:

subcutaneously implanting a detector within the patient;

and

measuring, by the detector, the plurality of cardiac mea-

surements of the patient.

4. The method of claim 1, further comprising:

comparing, by the processor, the SNS tone indicator of the

plurality of SNS tone indicators to the corresponding
threshold, wherein each SNS tone indicator has a
corresponding threshold.

5. The method of claim 1, further comprising;:

displaying, on a user interface, the plurality of SNS tone

indicators.

6. The method of claim 1, further comprising:

providing a recommendation of whether to proceed with

neuromodulation therapy based on whether the SNS
tone of the patient 1s elevated.

7. The method of claim 1, wherein the plurality of SNS
tone idicators include at least one of a heart rate variability
(HRV), a night heart rate, an impedance variability, or a
day-night heart rate difference (DND).

8. A method for assessing eflectiveness of neuromodula-
tion therapy on a patient, the method comprising;

determining, by a processor, a plurality of pre-therapy

sympathetic nervous system (SNS) tone indicators;
measuring, by the processor, a plurality of cardiac mea-
surements after neuromodulation therapy;
determining, by the processor, a plurality of post-therapy
SNS tone indicators based on the plurality of cardiac
measurements:;
determining, by the processor, that an abnormality 1s
present within the plurality of post-therapy SNS tone
indicators;

correcting, by the processor and based on the determina-

tion that the abnormality 1s present, the abnormality
within the plurality of post-therapy SNS tone indica-
tors;

determining, by the processor, an amount or degree of

change between the plurality of post-therapy SNS tone

indicators and the plurality of pre-therapy SNS tone
indicators; and

determining, by the processor, that the neuromodulation
therapy 1s successiul when the amount or degree of
change 1s at least a desired amount or degree.
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9. The method of claim 8, further comprising;:

applying neuromodulation therapy on the patient to treat

hypertension; and

reapplying neuromodulation therapy on the patient when

there 1s no amount or degree of change between the
plurality of post-therapy SNS tone indicators and the
plurality of pre-therapy SNS tone indicators.

10. The method of claim 8, further comprising;:

measuring, by a detector, a plurality of cardiac measure-

ments prior to neuromodulation therapy, wherein deter-
mining the plurality of pre-therapy sympathetic ner-
vous system (SNS) tone indicators 1s based on the
plurality of cardiac measurements measured prior to
neuromodulation therapy.

11. The method of claim 8, wherein measuring the plu-
rality of cardiac measurements after neuromodulation
therapy occurs over a monitoring period.

12. The method of claim 9, wherein the monitoring period
extends over a week after neuromodulation therapy.

13. The method of claim 8, further comprising:

providing the plurality of post-therapy SNS tone 1ndica-

tors 1o a user.

14. The method of claim 8, wherein the plurality of
pre-therapy SNS tone indicators and the plurality of post-
therapy SNS tone indicators include heart rate variability,
night heart rate, impedance variability or day-night heart rate
difference (DND).

15. The method of claim 8, further comprising:

determining whether the post-therapy SNS tone 1s indica-

tive of an elevated SNS tone; and

repeating neuromodulation therapy when the post-therapy

SNS tone 1s indicative of the elevated SNS tone.

16. A method of evaluating effectiveness of neuromodu-
lation therapy on a patient, comprising;

determining, by a processor, a plurality of sympathetic

nervous system (SNS) tone indicators based on a
plurality of cardiac measurements;

weighting, by the processor, the plurality of SNS tone

indicators;

determining, by the processor, an mtegrated SNS risk

score based on two or more of the plurality of SNS tone
indicators and the weighting;

determining, by the processor, whether the SNS tone of

the patient 1s elevated based on a comparison between
the integrated SNS risk score and a corresponding
threshold; and

determining, by the processor, that neuromodulation

therapy 1s eflective on the patient when the SNS tone of
the patient 1s elevated.

17. The method of claim 16, further comprising:

providing a recommendation of whether to proceed with

neuromodulation therapy based on whether the SNS

tone of the patient 1s elevated.

18. The method of claim 16, wherein the weighting 1s

based on an association with the SNS tone.

19. The method of claim 16, further comprising:

measuring, by a detector, the plurality of cardiac mea-
surements.

20. The method of claim 16, further comprising;

removing, by the processor, one or more irregular or
skewed SNS tone indicators of the plurality of SNS
tone 1ndicators.
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